Microglia, the resident macrophages in the central nervous system, are thought to be maintained by a local self-renewal mechanism. Although preclinical and in vitro studies have suggested that the brain may contain immune cells also from peripheral origin, the functional association between immune cells in the periphery and brain at physiological conditions is poorly understood.
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We examined 32 healthy individuals using positron emission tomography (PET) and [ 11 C]PBR28, a radioligand for the 18-kDa translocator protein (TSPO) which is expressed both in brain microglia and blood immune cells. In 26 individuals, two measurements were performed with varying time intervals. In a subgroup of 19 individuals, of which 12 had repeat examinations, leukocyte numbers in blood was measured on each day of PET measurements. All individuals were genotyped for TSPO polymorphism and categorized as high, mixed, and low affinity binders. We assessed TSPO binding expressed as total distribution volume of [ 11 C]PBR28 in brain and in blood cells. TSPO binding in brain was strongly and positively correlated to binding in blood cells both at baseline and when analyzing change between two PET examinations. Furthermore, there was a significant correlation between change of leukocyte numbers and change in TSPO binding in brain, and a trendlevel correlation to change in TSPO binding in blood cells. These in vivo findings indicate an association between immunological cells in blood and brain via intact BBB, suggesting a functional interaction between these two compartments, such as interchange of peripherally derived cells or a common regulatory mechanism. Measurement of radioligand binding in blood cells may be a way to control for peripheral immune function in PET studies using TSPO as a marker of brain immune activation.
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Introduction
The brain was long considered to be an immunologically privileged organ due to the blood brain barrier (BBB) preventing entry of immune cells from the peripheral circulation. However, during the last decades it has become clear that circulating blood monocytes, progenitors of macrophages, can move into the brain through the intact BBB (Lawson et al., 1992; Persidsky et al., 1997; Fiala et al., 1997) . Furthermore, in addition to parenchymal microglia the brain hosts also other myeloid populations such as macrophages in the choroid plexus, perivascular space and meninges (Prinz and Priller, 2014) . Very recently, a lymphatic system has been identified in the dural sinuses, further suggesting transfer of immune cells between the periphery and the central nervous system (Louveau et al., 2015 Abbreviations: AUC, area under the curve; BBB, blood brain barrier; HAB, high affinity binder; HCT, hematocrit value; LAB, low affinity binder; MAB, mixed affinity binder; PET, positron emission tomography; ROI, region of interest; TAC, time activity curve; TSPO, 18-kDa translocator protein; V T , distribution volume.
